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3-(2fl^x h7^-;v-5--f ;i/)-7'D^y > 

(1-38) l-(l-^>i?;Hfn-;i/-3--f ;i/)-3-h K d * ^>-3-(l^[l,2,4] h >; t^/- 

a-39) l-[[l-^>i?;i/-5-(2-p< h*^*;i/5jtr:;i/ji^;i/)]tD-;i/-3-^;i/]-3- 
t H D*S/-3-(2#-5r h7^-;H-f^)-7-D^7 y 

a-40) l-[[l-^>^;i/-5-(2-* h *^#;i/tf^;i/lf^;i/)]tf a— ;i/-3->f;]/]-3- 
0-41) l-[ ( l-^ v y -5-i h * *s * - ;i/ ) t n - ;i/-3--f » ]-3- 1 K d * *s - 

a-42) l-[(M>y;i/-5-n-7f;i/)tD-^-3--fM-3-t K D ^>-3-(2#-^ h 

(1-43) l-[(l-^>^;i/-5-n-^D£;i/)£D-;v-3->( ;i/]-3-t p d * ^>-3-(2J9 L 7 i 

15 
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(1-44) l-(l-^>*;UKD-*-3--OV)-3-h HD^^-3-(2fTh7V-;H-^ 

a-45) i-(i-^>4f>x;i/7*-;i/i?D-;i,-3-^;i/)-3-t Kn^i/-3-(2^fh 
(1-46) l-[5-(4-7;i/tn^>y;i/)7 7 >-2->f ;H-3-k F d * $/ -3-( if i; 

(1-47) l-[5-(4-7;i/^D^>^;i/)7 7 >-2-f ;i/]-3-t h*D*^-3-(tfy * 
-2--f ;i/)-7o^; > 

10 a-48) 3~(5-#;i^^>fcf i?>-2~f ^)-H5-(4-7;^D^>y^)77>-2- 
-f ^]-3-t h* D ^r^-7"D^.y > 

(1-49) 3-(4-# ;i/ t? >) ^ >-2-^f JV )-i-[5-( 4 . ? ^ D ^ y y - ^ _ 2 _ 
•Y ;i/]-3-t K 0 ^r^-7"D^.y > 

0-50) l-[2-(4-7;i/7rD^>^;i/)^^iJ-vf-;i / -5-^;i / ]_ 3 _ t: ltD + . > _3_ (l ,, ; 

15 i/>-2-4 )U)-yu^y > 

(1-51) l-[2-(4-7;i/^D^>^;i/)^^-y-vr-; l/ -5-^;v]_3_ b KtJ+i/-3-(u U 
?^>-2--f;i/)-7D^/> 

(1-16) l-[5-(4-7;v:*- D^>$;;i/)7 7 >-2--"f ;H-3-t kd^J/-3- 

(l J ff-[l,2,4] I- 'J7^"A-3-f;H-7D^y LU a 
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55 (I ) -C7j^tl£fc£&lfcJ\ S:-CH = C (OH) -T-^£ft*gC^ 

25 *>&-5-ft;i3**iSg©-fb-£-$JT-&oT*K c: fc#T-§* 0 
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O B 



H ¥" 9 9 OH O 

0) p°) 




0"") 



H^y^fctt, ^^-CS (I) ■C55$tl5fl3^*K:$lft$n5*-fb-&* 

btv^Si^li, 7^>;i/g z-fe^K 7Dtt-;K 

>K *$T9 U o-<;k ^dd*;kj1/ n tr;i/;iW;K tf^ifD, ^h^-y-y 
;K ^ h*-y->j;K */t> D^^f S/;i/*;i//}tn;i/ N ^>y-<f;K o - f ;i/ ;f )\, N 
m- h;)/^-^ ;k p-Wi/;fr.f;K >y-^e-f ;k l-y-;7h-OK 2 -y-7b 

m, mm, v>m. yyfcTkmm. ^k&mmKxo&mvM, mm, m 
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*>^, *>7r-z <Dnmm<Di&, ±h 

£">Afc£©T;t/# 'JiI$fett7fA U±fi:feJS©igft iffc^tf*;! 
5 s 0 

5$ (I) ^£ti*ft^©&&*a^£ bTfi, 0J;Lfc£ x 7tc«Jt» (l**n$K 

* 

15 gpl2 0, gp4 1fffiA7f h'Ttn^) , 

20 s^ats^^ti^o 

Ri/ h n «>-f **T"fS»«fc Ltlt C C R 5 £ ftSK 
a ^ 7- — t? ffl § SI # £ f, ft £ 0 
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§-5o »fc x MTT7yt-f E C so fii#l O/zmol/ml WTT'&Slftt 

C CR b^tnMil Ltlt T AK — 7 7 9 &W*lf btiZ <> 
TAK- 7 7 9li, S: 



■^^^n^-fb-g-tlTrfe !K WO 99/33976 CH^£*lT l> 3 „ 

»»*a»<E¥#jdH*JBi: UTttS?l»^y > (AZT) % *J?j >>> (dd I) „ 
t> (dd C) „ ^^r^> (d 4 T) x 5 5 (3 T C) x T >\ 
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JjVj? (ABC) > r J 7* 7, f/7*!>V7 5> V 7*u ^/l/ft 
S??^^> (Zidovudine) tt, £ : 




S^T^Xi, OS 4,724,232 fcE«02ri&t8jfiU &.M £ g -5 „ 

(Didanosine) tt % 5£ : 




10 *V$/>fcJU OS 4,861,759, W087/01283 £ £ tin V% & 0 
tf;i/i/^h*> (Zalcitabine) ft : 




15 



))/*s#\Z>lt, OS 4,879,277, W087/01283 £|§^£ti-C^ 
Z#7Z>> (Stavudine) tt, ft: 
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o 




-T?75£tl£-fb-£feT'&*o 7^^y>li, EP 398230 CUf^fltl^o 
=7 X 7i?> (Lamivudine) li. S : 




>T?&3o ^^^*^>tt, EP 0,382,526 CP§^£*x-C^& 0 
7*13$ 4 7 (Abacavir) li N S; : 




L < ttSS&Jli: LTMlT* d 7fcU EP 434450 

.5^ 7* >?-r X(Tenofovir)tt s 5£ : 
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tf;i/) 7t->TJ5, 7*7* ^ Zli, US 5,733,788> WO 94/03467 
J- 7 7 * t? 4 T V V 7° Xi * Is )\> (Tenofovir disoproxil) It, 3; : 



^w£ft*fl3-£-*nf*!K ^©-fb^£fct, (R)-[[2-(6-T ^ 7-9H-7->J >-9--f;V)-l- 
h*^]^ 7 *^s> £ tfX(-< V 7*D7jf ^i/*;i/7tt-;i/^-^.> 

b"^ "i28£nTVN3o ^IBWfc&^T'SK ?y73f^-f7 ^V7D^>>;nt 

*<D«£±w-«six.&ji, ±\cm^(om.h<Dm, is-^L<it7^^mmtLxm. 

ffl-rSCtAST^S. r;7t-?^7 ^V7D^i/Mi, OS 5,922,695 fcH^ 

d t*5-f K x77tfl'>s' s hn^^;vy>, *77tU>s TIBO, 

^;i/trvu>, uc 7 8 l -bwm-fbtiZo 

*£5fc:> (Nevirapine) tt, £ : 



a* £ ft -Mb ^.tr^trxi, bp 429987 cmmZtix V* 5 o 

7 s 5 ;i/ ^ > (Delavirdine) it, 5£ : 
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-2-*;i/^^;i/]-4-[3-(l-^^;i/OL^;i/T 5 y )-2-t? U j; r: ;i/ ] tf ^. 7 3? >~Z$>5 0 
$.$z^WMM^zM : SS^ RESCRIPTOR (77^3 >tt) fcffiV* e»ftT^*„ #28 

>fc*x WO 91/09849 fcPj^iflTV^o 
i * K U > (Emivirine) tt N 5$ : 




Vrnlf^^^^^-efeSo i5tfU>{i. EP 420763 fcgg^£ftTU3 0 

.*• ...... ... 

DhT^W K (Loviride) tt, i$ : 




5. y ]-2,6-^£ DD^>f>7tF7U-T-$4o DtHh'il, EP 
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0,538,301 fcH^tlTl^o 



?\LVyy (Efavirenz) : 




a 



5 i^-^vj-i^-i'b h*a-4-( h y 7;v^-Dp<5 : -;i/)-2H-3,i-^.>\;^r-y-^>-2-^- 

>^fe5o x77tU>'yli N WO 94/03440, BP 582455 KLfflm £ tlX V^ •& 0 
FD>?-f;i/i?> (Trovirdine) tt N ^ : 



-e^^n^-fb-^tiT-fe ^o-fb^&fi. i-(5-^D^-2-t y ^;i/)-3-[2-(2-if 

10 'J 5>/l/)xf-/l/]-2-?-;r«> l^TT'fe^o *|giCi5UT> ■ h D >Ji % 
il#T?t-5o h D i}U ;V > fcU W0 93/03022 CH^SflT l^So 

* 7*7 try >ou S; : 



15 -e^$tl£-fb-&^-??& iK ^©flj^^Ji 5-[(3,5-^^D0 7i-^)WH-(l- 

/^;i/x^;i/)-i-(4-tf y s^/m^/i^-ih— f * ^y*-;i/-2-;< £ y — ;i/ #;w* 




H 



H 




WO 01/96329 



PCT/JP01/04887 



10 



tf»J>tt, WO 96/10019 £H^£ftT l> i 
TIBOti, 5£ : 




N I 



5 -6-(3-^« ^^-2-^^^/l^)--f 5 ?"\/(4,5,l-jk)(l,4)-^>l/^7-l? t* >-2(iH) 
f^>fl>5 0 TIBOtt, EP 384522 C^gsSftTl^So 
^;i/t7'J> (Talviraline, HBY097) tt. St : 




T?^£ft;Mb-£-®JT:&3o * ;i/ br ^ 9 > fcJu BP 509398 £|E^£ftT^3 
U C 7 8 Hi, Si : 




■^^^tl^fls-^^Trfe-So UC781I4, WO 97/19940 £|§Ss£ ftT US 



15 h^#>r;K -f >5*-f*-#-f KNI- 2 7 2. Dtt-?>f7^ VX- 4 7 8, 
VB-1'9 0 2 6, BILA-201 1-BS; A-77003, A-8098 
7, DMP- 3 2 3, XM- 4 5 0 & £#pJ:f e> o 
it 4 ;i/ (Saquinavir) fct s 5£ : 



25 



WO 01/96329 



PCT/JP01/04887 



10 



15 




~Cm$tiZfo-&%)-C$>\), ^©<b#«(i N N-tert-7^;i/-x#b Fn-2-[2(E)-t 
KD^r$/-4-7 *-;i/-3(S)-{[N-(2-*y U ^AW-^J-l-T^/^^r^Jj 
^/]^;H-(4aS,8aS)—f U >-3(S)-#;i/tf * KtfeSo 

5 ^;W±> ^©^^VX^^V^^CjjHsdN.OjCHjOjS (^-?fi 766.96) i: LT. rUflg 
SSPS:-£ffl©H I V7Dr7- te'MSO : INVIRASE (Dyi/^#) 



So -9"*^ ^-">V US 5,196,438 




T-zR£*l-S'fb-&t>-t-& !K *(D{b¥%\t, [3S-[2(2S*,3S»),3a,4a/?,8a£]]-N- 
(l.l-SM f- % t KD-2-[2-t FDir^-3-[(3-h FD*^-2-^?- 



(#^S 663.90) £: U 



t, miE^P^#fflOH I VrnirT-^IJlMigSil : jSSS VIMCEPT (y if D 
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S^h^T'tSo * )V 7 A ± \L )l \t x WO 95/09843 US 5,484,926 

V Yi-Vtto (Ritonavir) it, A : 




5 T-^£*l£-fb£-tlT% ^©<fb#£tt. [5S-(5R*,8R*,10RUlR*)]-10-t r*D*i/- 

2-* ^;i/-5-(i-^ 5=-;i/oi^;)/)-i-[2-(l-^ ^ji^I/M-^t ;i/]-3,6-^;T 

^rV-8,10-t^(7x=;MfM-2,4 ) 7 ) 12-f h U x# >-13-h H D dp 

5-f7V >;;i/^^;i/oi^^;i/ (^ 5$ c„h„n ( 0sS, 720.95) fjfes. 

10 Ka^SO : NORVIR (T*Jty htt) CfflV^e,^^TV^So *^WK:j3^^•r U 

>Mfc Uf«t5Ci:ASfg?i, 1) r ^ ;Wi. WO 94/14436 & if 
-f > 7^ ± # » (Indinavir) tt % 5£ : 



15 




^Stl^Mb^T-x -£©-fb#£l;^ [l(lS,2R),5(S)]-2,3,5- r >J t^^-N- 
(2,3-^t HD-2-t KD^J/-lH--f >^>-W AO-5-[2-{[(l,l-S>.7t?-/|,:c?- 
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)V)tkj ]#;»/*-;W-4-(3-if ^-jv^fjK-i-^7^zM-2-(7i-;i. 

^f^)-D-xi;7D-^>|>>7U--e$5. -f ^=r4 ±V<( Jl/fct. 
(C„H 4l N,0, H,SO,^fi 711.88) h U, rj5|RjgP8!#fl§©H I V?Df7- If 
fflSSH : iSn^ CEIXIVAN (^;i/^%h) Cffi H £ tlT ^ £ 0 #SgHJ|£ £UT fc, >f 

liStbtgffltscttft-t^o v^-r ^-cr-f ;ni, ep 541168 £<fctf us 

5,413,999 CPlSs^ftT^-So 
KNI-2 7 2S, 5$ : 




10 ■^^^tiS'flj^tfe. CD -flj S ii > (R)-N-tert-^^;i/-3-[(2S,3S)-2-t h'D + J' 

-3-[(R)-2-(5--f v + yi;;^ + ^7tf ;i/)x ?/-W ^ft7D;t;^^]7 
$ y-4-7oir:;i/r^y -<;i/]-i,3.^T^U ^>-4-*;i/7tt**5 H-e&£ 0 *I8BJ 

fc:fcV>Tfc* KNI- 2 7 2ii, ^©M^±ffFg^n^iS N ±CI« ©® £ ©*g 
t L/T^ffl-f^ C KN I - 2 7 2 HU EP 574135 CHa%$nTlt3. 

15 U\li-V4T (Lopinavir, ABT-378) tt % 5£ : 




T'7r;£ft3ft^t7T-&3o #3§l»fc::t3UT*K Dt^-^VTtt, j e©MH±SiF§ 
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WO 97/21685 lZf%7F$ tlX^ % <, 



VX- 4 7 8 it, 5£ : 




6 T'^£ft<5ft£%T'&!K WO 94/05639 t:^^^n-rv\ 5 o #3Bil§£:fc^Ts VX 
VB-19026tts 5$ : 




10 ft 3 -ft; £o VB-1 9026 14. WO 97/27180 fcr ftT V» -5 

B I LA- 2 0 1 1-BSIi, 5£ : 




-e^£ft£-fb£-$I-efe »K EP 560268 C ftTV^o 
A-77003fi. (2S,3R,4S,5S)-2,5-^-(N-((N-^^;l/)-N-((2-t«; 
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^*-9->T-&*o sfcaflB.Cfc^Ts A- 7 7 0 0 3&, *(D%lM±m®£ tlZ>i&, 
iCi«0KJ:0lilt*^fflt5i:i:#T't5„ A-77003 &, US 

5,142,056 Ci^i*:iXTV , >£o 

A- 8 0 9 8 Ut. (2S,3R,5S)-2-(N-(N-((2-tD *J-)\t)* Y *S/j}))/7$-Jl,) 
M'J-*)7? J )-5-(N-(3-lfU J )-l,6-i?7 

= -;i/-3-t KD*i"s*-!J->ffc£o *»0!fc*l*T % A— 80 987 13 x ^0 

8 0 9 8 7 {4. US 5,354,866 tlX V* 

BMP - 3 2 3I4 N 5$: 




OH 



T'^^iX^-fb^-^J-CfeDx WO 93/07128 £ ^ifc$ tlt^ -5 
XM-4 5 01^ S : 




-£;*£ft£-fti-£-^-t:& WO 93/07128 CiS?nt^5 



±f3©+-efc, &ie, xprvy, ^tr^tr> N * 
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•g^-fe-W (fliB, HIV-U H I V — 2 ) N t h T ailiS Sjfii^i r>-f ;i/ 
* (HTLV-I, HTLV-II) % *u&Wf-±t>4 frZ F I V) N 

tf/i'fcft^^-oi'* (mz.it, siv) ti£ 0 

a; (I) £ ft Mb J;oT, kFMfi^-f^XO^Vf 

x -r x © %m m & ct xf ? K $ t l t # s c w * g n m tim ~c & % „ 
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#*WBU 5S;(I) :A-C ( = 0) - CH=C (OH) - B (2Si4>. A* J; 

x-jx) ©^&£>-r\ n^n^-fM^icfr^stt (Ami, ^-<xw*^ 

HP (ARC) » Mfi&±0Hb>)>Jl®& (PGL) © J: o & WjtSUfcft&tfU 

ti y v # m m & & z #^ $ n %> 0 
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fcjRj&ai. is-a-su mmm. mmm, mMmisjiu^mm^if<D^mmmmmim 
% b < aastt, n^&oatj&ii: b-cnMt-^^^-ti±®m^ffl$n-c^^s 

«-fbftk .?Wb»* gjfeftiffl, «KS9&if SfcMiQbT* 

bt*j:^u 2aet±$iiMS?b-ci2Ab-tt.«t^o 

ilS. )gPT{4, 0. 0 5mg~30 
0Omg/B•^ifeD^ IfJKIt 0. lmg-1 0 0 Omg/0, ^Ign&fc: 
li. 0. Olmg-lOOOmg/B, jfJKH, 0. 05mg~ 5 0 0 mg 
/B^J, ±ia«#ati, ^^g^-^^jfil^ (^tzitstm^) ©CD4R§f4®| 
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ft ^ ft, gPg^tliO.O 0 5mg~3 0 0 Omg/B, iflUli 
0. 01mg~ 1 0 0 0 mg/a, #igPftK:«: 0. 0 0 lmg-1 0 0 Omg 
/B. $F£L<ttO. 0 0 5 mg~5 0 0 mg/HJlft5i^t:lMtg#t 

jy.Tfc#S8lB©#%0!! (5S (I) T-^Sft-S-fbi^oMitflk £ (I) T-^£ 
fts-fb-s-tjojfct h&^^-f ;i/*r£&) £J;ViliE0!£^LT, #3gej§&<* 
£>fcl¥b<MBJi-f #fBB,8«cfte>C|&j££ft£<&0-efct£v^ 

(i) T-^^n^-fb^ii^ PCT/JP99/07101 izmM^nx 

[1,2,4] h ';Tv f -;i/-3-^;i/)-7'D^y > -fb-&fe»(i-i6) 
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W (5) VcOrtn (1-16) 

(1) 2-7 7>AM>g (5.6 g, 50 mmol) (Tetrahedron Letters, 1979, 

5, p469) ^t©SSCf 4-7^5j-D^>X7;i/rbh- (6.8 g, 55 mmol) hK 

. mzntz* tHi-ei^ftfefiei^-fvrDt^x-f^-eailu^ 5-[[i-(4-^ 

D 7 3i -)V )-l-fc h* P i/ ?fr]-y =r > -2-* >^ (8.1 g, JR 
* :69 % )&mtz 0 Wi& : 139-140 *C (ftM) 

NMR(CDC1,) 6 : 5.88(1H, s), 6.28(1H, d, J=3.6Hz), 7.07(2H, t, J=8.7Hz), 7.25(1H, 
d, J=3.6Hz), 7.39-7. 44(2H, m). 

(2) ±BB-fb£-^ (4.72 g, 20 nuaol) (Tetrahedron, 1995, 51, pU043) IB 
f&Oy&SCip C-x H^f;^DD>>7^ (10.8 g, 100 Bunol) t a^-fb^r'J* 
h (15 g, 100 mmol) ti§SlT> 5-(4-7;i/* D ^ > y 5 >-2-# >|£ 
(3.52 g, JR^ :80 % ) i: bT^fco 

NME(d.-DMSO) 6 : 4.05(2H, s), 6.31(1H, d, J=3.3Hz), 7. 12-7.18(3H, m), 7.27- 
7.32(2H, m), 12.9(1H, brs). 

(3) ±!B-rtj-&^ (3.52 g, 16 mmol) ( Bui l.Chem.Soc. Japan., 1974, 47, 
P1777) iaf&0£8t£ipb, i^tTU K (4.2 g, 19.2 mmol) thVy 
3L-)\,*X7 4 > (5.04 g, 19.2 mmol) i** d i: £ J: t) s 5-(4-7;V^-D^ 
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>J';i')-77>-2-AM>| 2-M»*?JU3-**ZTfr (3.7 g, :77 % ) £ 

S&£ : 88-89 °C 

NME(CDC1,) 6 : 4.04(2H, s), 6.15(1H, d, J=3.3Hz), 7.03(2H, t, J=8.7Hz), 7.22(1H, 
d, J=3.3Hz), 7.22-7.26(2H, m), 7.29-7.34(lH, m), 7.70-7.79(2H, ■), 8.63-8.66(lH, 
a). 

(4) ±E3fb-&#J (3.7 g, 12.4 mmol) (Bull.Chem.Soc. Japan., 1974, 47, 
P1777) mmofi&izm ^^v^^A^D $ F THF 8$£ (1 M, 14 ml) £: 

,KJ5&£i3-3Ci fclcfc !K iWtL/t 2-7tf;i/-5-(4-7J^D^>i;;v)-77 > 
(2.7 g) £^&£*ffc„ 

NMRCCDCl,) d : 2.43(3H, s), 4.01(2H, s), 6.10(1H, d, J=3.6Hz), 7.01(2H, t, 
J=9.0Hz), 7. 10(1H, d, J=3.6Hz), 7. 18-7.23(2H, m). 

(5) ±IBfti-&tl (1.31 g, 6 mmol) © THF (18 ml) *g$£#aJU AC* 
h Mf^i)*7 5 h* THF (1 M) (7.8 ml, 7.8 mmol) $ -70- 65 
£&#£i&Tl/;feo *VAT-fifS^*^^C -10 °Cg;T?S#K -70 °Cfc:#SJU 
1-h ') Wfi-Il,2,4-h ')7^-;H-3-*^>S x.*-/Ux.Xr& (2.99 g, 7.8 
mmol) © THF(30 ml) SiSlTlf;. CSfiCR U $ £> £ 1.5 1$ 

SSfcbfco *»E*B*U ^e»tifc^g^{c:^^-^-y-> (75 ml) t 
1 mol/dm J HCK20 ml) ZMz., 80 °CT- 0.5 IS^jDfU UWhtz. *^-e*£ETx 

^Ifc.gllgSU igili-r^CMU 1 mol/dm 3 NaOH(6 ml) T 3 0 
jftfibbfeo T)ViiVmmf&^^-y")V-^ 2 Effigy 1 mol/dm 3 HC1 U » 

^MYb^tr (1.15 g, JR*' :61 %) £4Sfco Hj& : 183-185 °C 
7iMfrVi : Ci,H„FHj0, t Ut 

H-M (%): C, 61.34; H, 3.86; N, 13.41; F, 6.06. 
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##f<I (%): C, 61.22; H, 3.72; N, 13.41; F, 6.03. 

NMB(d.-DMSO) 6: 4.15(2H, s), 6.47(1H, d, J=3.3Hz), 6.93(1H, s), 7.17(2H, t, 
J=9.0Hz), 7.31-7.37(2H, m), 7.50(1H, d, J=3.3Hz), 8.70(lfl, brs). 

5 mmm 2~ 5 1 

±IBH|gfcbT. fl3^«J(I-l)~(I-15K (I-17)~(I-51)£§^Lfco 

m& : 203-206 °c n^^m : 

10 7gH##t : C, 5 H„FN t 0, t LT 

frM (X): C, 57.51; H, 3.86; N, 22.35; F, 6.06. 
frtirfM (%): C, 57.10; H, 3.89; N, 22.23; F, 5.79. 

NMR(d,-DMS0) 6: 5.39(2H, s), 6.92(1H, s), 7. 17-7.41(4H, m), 8.14(1H, s), 
8.66(1H, brs), 8.76(1H, s), 14.3(1H, brs). 
15 fc&®(I-2) 

m& : 187-191 °c m&mmm & 

7C»##r : C„H„FNj0 3 t LX 

ff*fif (%): C, 61.34; H, 3.86; N, 13.41; F, 6.06. 

##fiii (%): C, 61.08; H, 3.87; N, 13.72; F, 6.08. 
20 NMR(d,-DMS0) 6: 3.81(2H, s), 6.97(1H, s), 7.14(2H, t, J=9.0Hz), 7.30-7.35(2H, 

m), 7.45(1H, s), 7.92(1H, s), 8.75(1H, brs). 

<b£4fc(I-3) 

: 121-123 °C W^^mm. : ^-tJI> 

TcmftVi : C„H„FH40, t It 
25 stmm (%): C, 57.33; H, 3.53; N, 17.83; F, 6.04. 

&tifm (%): C, 57.25; H, 3.58; N, 17.53; F, 5.81. 

NME(d,-DMS0) 6 : 4.16(2H, s), 6.51(1H, d, J=3.6Hz), 7.05(1H, s), 7,18(2H, t, 
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i 

J=8.7Hz), 7.32-7.38(2H, m), 7.65(1H, d, J=3.6Hz). 
^•&«0(I-4) 

tt£ : 144-147 °C ItSiSit : SB£^,i, 
7G^:fr#r : C u H,,Nj0 3 S 0.3 H,0 t It 
5 ff#® (X): C, 56.52; H, 3.67; N, 13.18; S, 10.06. 
fttfM (%): C, 56.85; H, 3.71; N, 13.56; S, 9.48. 

NMR(d ( -DMS0) 6: 6.97(1H, s), 7.12(1H, d, J=3.6Hz), 7.30-7. 44(5H, m), 7.65(1H, 

d, J=3.6Hz), 8.74(1H, brs). 

fcl^(I-5) 

10 : 207-210 °C |f@3«& : KM*.?-)], 

7dmfrtif : C,jH n NiO s S 1.2 H,0 t IT 
H-gffi (35): C, 49.10; H, 3.68; N, 11.45; S, 8.74. 
##rfit (%): C, 48.84; H, 3.68; N, 11.67; S, 9.05. 

NMB(d«-DMS0) 6 : 7.02(1H, s), 7.62-7.86(5H, ■), 8.02-8.08<2H, m), 8.82(1H, 
15 brs). 

-fc-&$j(I-6) 

: 72-73 : x.-^)), 

7cMf#W : C,jH„N,0i 0.25 H,0 t bX 
stWm (%): C, 58.75; H, 5.88; N, 15.81. 
20 Q-ffiM (%): C, 58.10; H, 5.65; H, 15.81. 

HME(CDClj) 6 : 0.96(3H, t, J=7.5Hz), 1.35-1.42(2H, m), 1.65-1.75(2H, m), 
2.74(2H, t, J=7.5Hz), 6.25(1H, d, J=3.6Hz), 7.12(1H, s), 7.29(1H, d, 
J=3.6Hz).8.44(lH, s). 
-fb-^%(I-7) 

25 : 185-187 °C Hijgi|?g3& : BM^?* 

TU^^-tff : C,,H„FN,0,S 0.3 H,0 t bT 

BtWfe (%): C, 57.41; H, 3.79; N> 12.55; F, 5.68; S, 9.58. 
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ftffim (%): C, 57.58; H, 3.82; N, 12.77; F, 5.49; S, 9.31. 

NMR(d|-DMS0) 6 : 4.25(2H, s), 7.04-7.40(6H, m), 7.98(1H, d, J=3.8Hz), 8.77(1H, 

brs), 13.8(1H, brs) 

fC^^(I-8) 

m& •. 124-125 *c mm&mm : ^-t)V-^*V> 

7C^^*f : C„H,,N,0, £ LT 

s\-gm (%): C, 54.96; H, 5.38; N, 21.36. 

##rH (%): C, 55.02; H, 5.43; N, 21.09. 

NMS(CDC1 3 ) 6: 0.95(3H, t, J=7.8Hz), 1.37-1.45(2H, m), 1.65-1.73(2H, m), 
2.76(2H, t, J=7.8Hz), 6.30(1H, d, J=3.6Hz), 7.23(1H, s), 7.39(1H, d, 
J=3.6Hz). 
fc£-<gj(I-9) 

m& : 176-179 -c mmmmm : mm^^-jv 

7tmfrVr : C„H„FH,0, £ bT 

ftWm. (%): C, 61.34; H, 3.86; N, 13.41; F, 6.06. 
frtitm (%): C, 61.19; H, 3.81; N, 13.52; F, 6.19. 

NMR(d.-DMSO) 6: 4.03(2H, s), 6.62(1H, d, J=0.9Hz), 6.90(1H, s), 7.15(2H, 
t, J=9.0Hz), 7.29-7.34(2H, m), 8.60(1H, d, J=0.9Hz), 8.67(1H, brs). 
^b^(I-lO) 
wks& : 180-183 *C 

TbMfrtiT : C,,H 13 FN,0, 0.2 H,0 t IT 

tf^fit (%): C, 60.83; H, 4.28; N, 17.74; F, 6.01. 

##fffi (%): C, 60.61; H, 4.24; N, 17.61; F, 5.82. 

NMR(d.-DMSO) 6 : 3.97(211, s), 6.04(lH,s), 6.89(1H, s), 7.01-7. 18(6H, m), 
8.72(1H, brs). 

ft£tKI-ll) 

: 171-174 V : x-^;V 
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Timfrtii : CuHuFNjOj t IT . 

HWm (%): C, 57.33; H, 3.53; N, 17.86; P, 6.05. 

(%): C, 57.05; H, 3.61; N, 17.74; F, 5.82. 
NMR(d.-DMSO) 6 : 4.24(2H, s), 6.70(1H, d, J=1.8Hz), 7.09(1H, s), 7. 10-7. 17(2H, 
m), 7.32-7.37(2H, m), 8.04(1H, d, J=1.8Hz). 
fb^fj(I-12) 

Wi& : 221-223 °C : x-^/l/ 

7oSl#«r : CnHuFNjOj t tT 

fHUS (%): C, 61.34; H, 3.86; N, 13.41; F, 6.06. 
fttixM (%): C, 61.04; H, 3.98; N, 13.28; F, 5.87. 

NME(d.-DMSO) 6: 4.23(2H, s), 6.65(1H, d, J=1.8Hz), 7.03(1H, s), 7. 10-7. 16(2H, 
■), 7.31-7. 36(2H, m), 7.97(1H, d, J=1.8Hz), 8.74(1H, brs), 14.7(1H, brs). 
<b^tf(I-13) 

Bj£ : 217-220 °C BigUM : BM^fr 
7U^d#f : Ci,H„FNj0j £ bT 

tf#H (50: C, 61.34; H, 3.86; N, 13.41; F, 6.06. 
frtirM (%): C, 61.19; H, 4.04; N, 13.16; F, 5.90. 

NME(d,-DMS0) 6: 4.02(2H, s), 6.93(1H, s), 7.09(2H, t, J=9.0Hz), 7.25-7.31(2H, 
m), 7.56(1H, s), 8.66(1H, brs), 8.80(1H, s). 
(1-14) 

I&£ : 195-197 'C : ^-t^V 

7tm&Vi : C„e„FN,0, t bt 

th^fil(X): C, 53.50; H, 3.53; N, 26.74; F, 6.04. 
fl-flfffi (%): C, 53.65; H, 3.53; N, 26.71; F, 5.92. 

HME(d,-DMS0) 6: 5.79(2H, s), 7. 12-7.26(5H, m), 7.47(1H, d, J=2.1Hz), 7.74(1H, 
d, J=2.1Hz). 

-fb^^d-15) 
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Hj£ : 189-191-C 

7i,MfrVr : C„H 17 FN 4 0i 0.2 C,H,0, t LX 
tf^tt (%): C, 60.38; H, 5.01; N, 14.98; F, 5.04. 
##r(i (50: C, 60.53; H, 4.79; N, 14.71; P, 5.05. 
5 NMR(d,-DMS0) 6: 3.20(3H, s), 5.20(2H, s), 6.68(1H, s), 6.88(1H, s), 7.02- 
7.25(2H, m), 7.32-7. 42(2H, m), 8.05(1H, brs), 8.75(1H, brs). 

mfc : 210-211 °c mm&mm ^d*h 

7i,mfrffi : C„H|,FN,0, t LX 
10 fh^tt (%): C, 64.40; H, 5.40; N, 15.81; F, 5.36. 
ftffim. (%): C, 64.28; H, 5.37; N, 15.61; F, 5.23. 

NMR(d.-DMSO) 6: 0.81(3H, t, J=7.2Hz), 1 .60-1.82(2H, a), 3.68-3.96(2H, a), 
4.05(2H, s), 6.57(1H, d, J=1.8Hz), 6. 80-7.36(4H, a), 7.91(1H, d, J=1.8Hz), 
8.57(1H, brs). 
15 -fb-&fe(I-18) 

H£ : 166-168 *C : 
5cSl##r : C, 3 H„FjN 4 0, fclt 

tf^tt (X): C, 65.71; H, 4.32; N, 13.33; F, 9.04. 
fttixfe (55): C, 65.82; H, 4.33; N, 13.03; F, 8.78. 
20 NMS(d t -DMS0) 6 : 4.03(2H, s), 5.10(2fl, s), 6.65(1H, s), 6.84(1H, s), 
7.00-7.40(8H, m), 8.04(1H, s), 8.58(1H, brs). 
jb-&fe(I-19) 

M£ : 210-213 °c ntsamm •. mm^jv-^^-y 

7tMfrtii : C,,H| 3 FN,0, 0.2 H,0, 0.2 C,H,0 t VX 
25 fj-gffi (%): C, 60.59; H, 4.53; N, 17.23; F, 5.84. 
##rit C, 60.62; H, 4.45; H, 16.95; F, 5.69. 

MMB(d.-DMSO) 6 : 4.07(2H, s), 6.59(1H, s), 6.87(1H, s), 7.02-7.11(2H, m), 
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7.16-7.30(2H, m), 7.83(1H, s), 8.70(1H, brs), 11.5(1H, s), 14.6(1H, brs). 

: 150-153 °C ¥i@m&m : x— r)V 
7tmW$i : C, f H„FN,0, t bX 

frWm (%): C, 57.33; H, 3.53; N, 17.83; F, 6.04. 
##fffi (X): C, 57.29; H, 3.72; N, 17.74; F, 5.84. 

NMR(CDC1,) 6 : 4.40(2H, s), 6.75(1H, d, J=2.1Hz), 6.99(2H, t, J=8.7Hz), 7.01(1H, 
s), 7.24-7.29(2H, m), 7.39(1H, d, J=2.1Hz). 

-fci^tr(l-21) 

Wi& : 178-181 -C «*£HM : i-xJl- 

- 

: C„H„N ( 0,S t LX 
tf-gfit (%): C, 58.79; H, 4.26; N, 15.58; S, 7.13. 
#tffffi (%): C, 59.24; H, 4.37; N, 15.75; S, 6.61. 

NME(d,-DMS0) 6 : 2.81-2.98(4H, m), 7. 11-7.30(7H, m), 7.68-7.73(2H, m), 

7.80-7. 86(1H, m), 8.07-7.10(2H, m), 8.64(1H, d, J=2.4Hz), 

-fb-^^(I-22) 

WU& : 228-230 °C Bf£^&££ : 
7cSt##f : C„H„N s 0, 0.16 C,H,0, t LX 
H-gffi (%): C, 61.46; H, 4.94; N, 21.96. 
ftVim (%): C, 61.74; H, 4.88; N, 21.67. 

HMH(d,-DMS0) 6: 2.84-3.02(4H, m), 6.74(1H, m), 7.04(1H, s), 7. 17-7.32(5H, m), 

7.96(1H, m), 11.6{1H, brs). 

4b-&«5(I-23) 

IRjft : 215-218 *C Sg^Sl : ^dd*W 
7bmfrtt : C„H„N,0 4 t LX 

(%): C, 62.63; H, 4.43; N, 15.38. 
ftttm (X): C, 62.29; H, 4.69; N, 15.11. 
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NMR(d.-DMSO) 6 : 5.19(2H, s), 6.25(1H, d, J=l6.5Hz), 6.90(1H, s), 7.30-7.43(5H, 

m), 7.72(1H, s), 8. 12-8.22(2H, m), 8.62(1H, brs). 

fli^*(I-24) 

mj& : 226-228 *C |?€g£j£ : »8xf^-^*if> 
5 7tmfr%i : C„H,,N 4 0« 0.1 C 4 H,0, t LX 
ftM (%): C, 62.44; H, 4.54; N, 15.01. 
##fffi (%): C, 62.06; H, 4.61; N, 14.82. 

NMR(d,-DHS0) 6 : 5.19(2H, s), 6.25(1H, d, J=16.2Hz), 6.90(1H, s), 7.28-7. 44(5H, 

m), 7.72(1H, s), 8.12-8.20(2H, m), 8.63(1H, brs). 
10 ft-£rfj(I-25) 

: 170-177 "C Hg B B a gl : Iti^^l/ 

7bmfrtii : C„H„FNj0 3 0.1 H,0 i: LT 

fHFtt (%): C, 60.99; H, 3.90; N, 13.34; F, 6.03. 

frtiim. (%): C, 61.01; H, 4.07; H, 13.47; F, 5.99. 
15 NMB(d.-DMSO) 6: 4.41(2H, s), 6.92(1B, s), 7.04(1H, d, J=1.8Hz), 7.14(2H, t, 

J=9.3Hz), 7.28-7.33(2H, m), 7.72(1H, d, J=1.8Hz), 8.70(1H, brs). 

-fb-^tf(I-26) 

WiA : 168-170 °C 

7^m^ : C| ( H It FN t 0, 0.6 H,0 t bt 
20 (%): C, 53.75; H, 3.79; N, 20.90; F, 5.67. 

##rffi (%): C, 53.83; H, 3.73; N, 21.20; F, 5.50. 

NME(d,-DMS0) 6 : 5.20(2H, s), 6.68(1H, dd, J=3.0 , 1.8Hz), 6.96(1H, s), 
7.02-7.08(1H, s), 7.16-7. 26(2H, m), 7.34-7.44(2H, m), 8.02-8.08(lH, m)-. 
fc-£«fr(I-27) 
25 m& : 190-195 °C : x-fA 

7ci^##f : C„H„FNjO,S £ LX 

ff-^ffi (%): C, 63.31; H, 3.72; N, 11.08; F, 5.01; S, 8.45. 
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&Wm (%): C, 63.08; H, 3.82; N, 11.28; F, 4.84; S, 8.46. 

NMR(CDC1,) 6: 4.53(2H, s), 7.01(2H, t, J=8.7Hz), 7.11(1H, s), 7.26-7.48(4H, 

m), 7.75(1H, d, J=7.8Hz), 8.10(1H, d, J=7.5Hz), 8.43(1H, brs). 

ft -£$3 (1-28) 

5 ll!^ : 122-124 V BSSII&££ : ^-^-^-y- > 
7G3?l##f : C,oH„FNj0 3 0 . 25 H,0 t LT 
ttfftt (%): C, 65.30; H, 3.97; N, 11.42; F, 5.16. 
##ftt (%): C, 65.50; H, 3.99; N, 11.24; F, 4.99. 

NMS(CDC1,) 6 : 4.54(2H, s), 6. 98-7.04(2H, m), 7.26(1H, s), 7.34-7.41(4H, m), 
10 7.47-7.50UH, m), 7.96-7.99(lH, m), 8.38(1H, s). 

Ife^ : 264-265 °C 
TbmfrtJr : C„H| t N,0, 0.3 H,0 tVX 
stW®. (%): C, 59.40; H, 4.28; N, 16.30. 
15 frmm (%): C, 59.21; H, 4.30; N, 16.20. 

NMR(d.-DMSO) 6 : 5.63(2H, s), 6.95(1H, s), 7.16-7.40(6H, m), 8.27(1H, d, 

J=1.8Hz), 8.69(1H, brs), 12.8(1H, brs). 

-fb-&fe(I-30) 

: 204-206 V 
20 Ttm-frtix : C„H„N,O t tit 

itnM (%): C, 62.29; H, 4.95; N, 15.29. 
■frttm (%): C, 61.94; H, 5.03; N, 15.02. 

NMR(d,-DMS0) 6: 1.24(3fl, t, J=7.2Hz), 4.20(2H, q, J=7.2Hz), 5.61(2H, s), 
6.97(1H, s), 7.12-7.42(6H, m), 8.32(1H, s), 8.77(1H, s). 
25 -fb-g-tKI-31) 

tifcti : 238-240 °C 

7imfttir : C, 0 H„H 4 0 , 0.4H,0 t IT 
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(%): C, 62.30; H, 4.91; H 3 14.53. 
#M (%): C, 62.18; H, 4.74; N, 14.53. 

NHR(d|-DMS0) 6: 3.64(3H, s), 5.42(2H, s), 6.36(1H, d, J=15.9Hz), 6.95(1H, s), 
7.02-7.58(7H, m), 8.17(1H, s), 8.76(1H, s). 
5 <b£-^(I-32) 

m& : 170-173 °c m&&®m : mm^^ji 

* 

fimfrffi : C„H„FH,0, 0.2 HC1 £ It 
ftgflt (%): C, 60.13; H, 4.16; N, 17.53; F, 5.94. 
&mm (%): C, 60.21; H, 4.12; N, 17.41; F, 5.62. 
10 NMR(d r DMS0) 6: 5.65(2H, s), 6.30-6.36(lH, m), 6.94(1H, m), 7.04-7.50(6H, m), 
8.65(1H, brs). 
fc£%(I-33) 
H£ : 147-150 °C 

7cSt##f : CnHuFNjO, 0.2 H,0 t IT 
15 ffgfi! (%): C, 56.85; H, 3.94; N, 22.10; F, 6.00. 
frffiiM (50 : C, 56.68; H, 4.02; N, 22.47; F, 5.72. 

NMR(dj-DMSO) 6: 5.65(211, s), 6.37(1H, dd, J=3.0 , 2.7Hz), 7.05-7.20(5H, m), 

7.47-7.58(2H, m). 

fcl^(I-34) 

20 H>£ : 258-264 V W&m&%& : ^DDfM 
7bMfrtiT : C 15 H„N ( 0,S t It 

ftnm (%): C, 52.32; H, 3.51; N, 16.27; S, 9.31. 

(%): C, 52.26; H, 3.60; N, 16.05; S, 9.22. 
HM(d,-DMS0) 6 : 6.85(1H, m), 7.03(1H, s), 7.53(1H, m), 7.67-7. 74(2fl, m), 
25 7.78-7.84UH, m), 8.08-8. 15(2H, m), 8.37(1H, m), 8.65(1H, brs). 
•fb-&%(I-35) 

m& : 164-168 °C : 
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* 

: C lf H u FN ( 0j 0.2 C,H„0 t LX 
H-M (%): C, 62.72; H, 3.99; N, 14.78; F, 5^01. 
##ffii (55): C, 62.43; H, 3.74; N, 14.74; F, 4.76. 

NMR(CDC1,) 6: 4.53(2H, s), 6.98-7.04(2H, o), 7.26(1H, s), 7.34-7. 41(4H, m), 
5 7.49-7.52(lH, m), 7.95-7.98(lH, m). 
fli^«5(I-36) 

* 

mti : 181-183 *C : ^DD*)l/i 

70*^-*r : C It H,,N,0, 0.25 H,0 t UT 
tf^iifi (%): C, 65.04; H, 4.17; N, 15.97. 
10 ##r|I (%): C, 65.02; H, 3.96; N, 16.10. 

NMR(d.-DMSO) 6: 4.61(2H, s), 7.17(1H, s), 7.26-7.47(7H, m), 7.68-7. 70(1H, m), 

7.95-7.980H, m). 

fl3-a-fj(I-37) 

Bkj£ : 178-180 °C : S|if* 

* 

15 NMR(d,-DMS0) 6 : 1.19(3H, t, J=7.6Hz), 2.73(2H, qd, J=7.6 , 1.2Hz), 6. 96-7.04(2H, 
m), 7.48-7.78(3H, m), 7.90-8.02(3H, m). 
ft^$>(I-38) 
luS : 216-217 *C 

Ttmftm : C„H„N,0, 0.05 CHClj 0.2 H,0 £LX 

20 nmn (%)-. c, 63.44; h, 4.79; n, is. 44. 

frVim (%): C, 63.47; H, 4.79; N, 18.39. 

NMR(d,-DHS0) 6: 5.20(2H, s), 6.60-6.62(lH, m), 6.84(1H, s), 7.00-7.02(1H, m), 
7.29-7.40(5H, a), 7.92-7. 93(1H, m), 8.69(1H, brs), 14.6(1H, T>rs). 
flj-^fed-39) 

25 ffi& : 178-180 "C : Bm^3-fr-^*V>-x.-T)\' 

7bm#ffi : Ci,H„NjO, tLX 
MMB {%): C, 59.84; H, 5.02; N, 18.36. 

46 



WO 01/96329 



PCT/JP01/04887 



(X): C, 59.38; H, 5.07; N, 18.03. 
NMR(CDC1,) 6 : 2.50-2.70(2H, m), 2.75-2.88(2H, a), 3.72(311, s), 5.10(2H, s), 
6.48(1H, s), 6.95(1H, s), 7.02-7. 10(2H, m), 7.28-7.48(4H, s). 
■fb-&t>(I-40) 

5 : 223-225 °C B^ggS : tlif > 

7cig##f : CnH^NjO! 0.1 C,H,0, i; It 
tU*fii (X): C, 60.03; H, 4.62; N, 18.04. 
ftttm (X): C, 60.26; H, 4.57; N, 17.91. 

NMR(d,-DMS0) 6: 3.66(3H, s), 5.48(2H, s), 6.49(1H, d, J=15.6Hz), 7.08(1H, s), 
7.10-7.60(7H, m), 8.30(1H, s). 

{b^^d-41) 

Mfc : 85-90 "C Bgligl : jflx?-^ 

* 

NM(d«-DMSO) 6 : 1.36(3H, t, J=6.9Hz), 4.30(2H, q,J=6.9Hz), 5.62(2H, s), 
7.04(1H, s), 7.16-7.62(5H, m). 
fc£-«9(I-42) 

flk£ : 118-120 °C IgSil : :n >-g^ji^;u 
TcMfrlft : C|,H„NjO, 0.2 C,H,0, h LT 
ff-JIfft (X): C, 64.44; H, 6.17; N, 18.98. 
fttiim (X): C, 64.60; H, 6.02; N, 18.97. 

NME(CDClj) 6 : 0.91(3H, t, J=7.2Hz), 1.30-1.44(2H, m), 1.52-1. 68(2H, m), 
2.46(2H, t, J=7.2Hz), 5.09(2H, s), 6.50(1H, s), 7.04-7. 10(2H, m), 7.30-7. 50(3H, 
m). 

m& : 156-158 °C Ig^M : mm^)l-^^> 
7cS^"#f : C„H„N s 0» 0.1 C,H,0, tLX 
th#ft (X): C, 63.84; H, 5.77; N, 20.23. 
frffiM (X): C, 63.93; H, 5.76; N, 20.23. 
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NME(d,-DHS0) 6: 0.89(3H, t, J=7.8Hz), 1.42-1.60(2H, m), 2.42(2H, t, J=7.8Hz), 
5.23(2H, s), 6.47(1H, s), 6.95(1H, s), 7. 10-7. 18(2H, m), 7.26-7. 40(3H, m), 
7.99(1H, s). 
fd^^(I-44) 

: 188-189 "C IfifgUM : 
Ttmfrtif : C,sH„NjO, 0.2 H,0 £ bt 
U-Utt (%): C, 60.27; H, 4.52; N, 23.43. 
frVrfe (%): C, 60.39; H, 4.51; H, 23.39. 

NMR(d,-DMSO) 6 : 5.22(2H, s), 6.68-6.69(lH, m), 6.97(1H, s), 7.05(1H, m), 

7.31-7.40(511, m), 8.06(1H, m). 

ft-&$KI-45) 

m& : 203-204 V S^HM : 
Tcm-frffi : C„H„N s 0, S 0.75 H,0 £ LX 
stnm (%): C, 46.86; H, 3.51; N, 19.52; F, 8.94. 
(%): C, 47.22; H, 3.48; H, 19.32; F, 8.95. 

* 

NME(d|-DMS0 ) 6 : 6.89-6.92(lH, m), 7.21(1H, s), 7.56-7.57(lH, m), 7.68-7.73(2H, 

m), 7.80-7. 84(1H, m), 8. 12-8. 15(2H, m), 8.52-8.53(lH, m). 

fb^tf(I-46) 

: 84-85 °C WBB^m : s^-y- > 

7E^##f : C„H,,FN0, 0.2H,0 £ It 
ft^ffi (%): C, 69.80; H, 4.44; N, 4.28; F, 5.81. 
#-#fli (%): C, 69.76; H, 4.34; N, 4.34; F, 5.73. 

MMR(CDC1,) 6 : 4.06(2H, s), 6.16(1H, d, J=3.3Hz), 7.03(2H, t, J=8.4Hz), 
7.20-7.30(3H, m), 7.32(1H, s), 7.40-7.48(lfl, m), 7.87(1H, dt, J=1.5, 7.5Hz), 
8.1K1H, d, J=7.5Hz), 8.68-8.74(lH, m). 
^b^(I-47) 

: 77-80 *C : BE $x^;i/-^ d d A 
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7C*##r : C„H u PN0, 0.2H|0 0.2C,H,0, 0.03CHClj b bt 
fUSffi (%): C, 64.78; H, 4.34; N, 8.02; F, 5.44. 
#tffffi (X): C, 65.04; H, 4.04; N, 7.77; F, 5.56. 

NME(CDC1,) 6 : 4.07(2H, s), 6. 18(1H, d, J=3.2Hz), 7.03(2H, t, J=8.8Hz), 
5 7.18-7.22(3H, m), 7.39(1H, s), 7.39(1H, t, J=4.8Hz), 8.92(2H, d, J=4.8Hz). 
{b^tJ(I-48) 

: 196-198 V W&mmm : ^ V7nt;vx-f;i/ 

7Git##r : C, 0 H„FN0 s 0.2HjO t LX 

H-gffl (X): C, 64.76; H, 3.91; N, 3.78; F, 5.12. 
10 ##rffi (%): C, 64.95; H, 3.73; N, 3.93; F, 4.99. 

NMR(CDClj) 6 : 4.08(2H, s), 6.18(1H, d, J=3.6Hz), 7.03(2H, t, J=9.0Hz), 

7.20-7.32(3H, m), 7.37(1H, s), 8.20(1H, d, J=8.4Hz), 8.51(1H, dd, J=8.4, 1.8Hz), 

9.34(1H, brs). 

ib-^tl(I-49) 
15 ytmftm : C IO H„FNO, t VX 

Wl& : 208-210 °C Hig^M : -4 V7D tT^l/oi — t~JU 

ff-g*I (%): C, 65.40; H, 3.84; N, 3.81; F, 5.17. 

##f«t (%): C, 65.14; H, 3.79; N, 3.90; F, 4.95. 

NMR(CDCli) 6 : 4.09(2H, s), 6.25(1H, d, J=3.6Hz), 7.03(2H, t, J=8.4Hz), 
20 -7.21-7.32(3H, m), 7.65(1H, s), 7.96-8. 02(1H, m), 8.56(1H, brs), 8.85(1H, d, 
J=5.1Hz). 
<b£t>(I-50) 

Wl& : 108-109 °C m&^%& : &M^?fr-< V 7D If ^Ji-y ^ 
: CuHuFNjOj t VX 
25 mn& (%): C, 66.66; H, 4.04; N, 8.64; F, 5.86. 
#flfflt (%): C, 66.64; H, 3.96; H, 8.66; F, 5.59. 

NME(CDClj) 6: 4.19(2H, s), 7.02-7.07(2H, m), 7.26-7.34(3H, m), 7.45-7.48(lB, 
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m), 7.80UH, s), 7.86-7.9K1H, m), 8.12(1H, d, J=7.8Hz), 8.72(1H, d, J=4.5Hz). 

: 97-100 'C HigUM^ : »lx^;v->f V7D t;vx-f > 
75Jg##f : CuHuFNjO, 0.4H,0 t IT 

(%): C, 61.41; H, 3.88; N, 12.64; F, 5.71. 
frtirm (%): C, 61.76; H, 3.58; N, 12.21; F, 5.84. 

NMR(d|-DMS0) 6 : 4.28(2H, s), 7.15-7.21(3H, ■), 7.36-7.40(2H, m), 7.64(1H, brs), 
8.11(1H, brs), 8.98-9.02(2H, m). 



1 

&-.A-C ( = 0) -CH = C (OH) -B AiJ,t^BttHUl3i:PISi 

(1) DNAMCil 

: lOOmM KC1, ImM EDTA, lOmM Tris-^ (pH 7.6)) 
£fcfc:«kD x SI DNA S« (2pmol///l) j- DNA &$<5pmol/Al) 

£li§SLfco ^Mtt. -fi^gB^ v ®5-£fr£M£Tl:fT*g}§®|E3±£7 = 

- >; > ^ £ •£ T # £ flilA o 
(SHDNAI2?!]) 

5'- Biotin-ACC CTT TTA GTC AGT GTG GAA AAT CTC TAG CAG T-3' 
3'- GAA AAT CAG TCA CAC CTT TTA GAG ATC GTC A- 5' 

h DNAiB#|) 
5'- TGA CCA AGG GCT AAT TCA CT-Dig-3' 
3'-Dig-ACT GGT TCC CGA TTA AGT GA -5' 
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(2) mmm (i c 60 n) 

Streptavidin (Vector Laboratories &§?) £ 0.1M y7? —ffli (£IJ|£ : 

90mM Na.CO,, lOmM NaHCO, ) £jg*>U 40 u g/mUZ b fc o Z<D%Wl, 

& 50^1 71/- Y ( NUNCftSD O^/ltKlft]*.* 4°C7:-^^S, © 

5 *$*fe 0 *Kl^^3i;i/^ >; 7 7 -(*!/£: 13.7mM NaCl, 0.27mM KC1, 

0.43mM NasHPO^ 0.14mM KH s PO<) T' 2 m^Wfe^ 1% 7*A^;i/<7£^fc 
'J>8^9 7r- 300# 1 £iO;L, 3 O^^/Dy^V^bfe, 
£V >^/W7 7--£2[ali$fci§»&. SS DNA %ZfflL (2pmol/^l) 50 1 £iD;U 

sst> 1st- 30 frmm.m$"&tc'4t. v>m^^yy-^2m. ik^-cmg* 
io T-ma^bfeo 

W.X:±ffiJ$mT-m$lVtz&'>3L)ltZ,^y 7 T-mJ&:150mM MOPS (pH7.2), 
75mM MnCl 2 , 50mM 2-mercaptoethanol, 25% glycerol, 500//g/ml bovine serum 
albumin -fraction V) 12 //l, * — if y Y DNA (5pmol//zl) 1 JUlRVM^lk 32 // 

l7>£iiS5Lfc,Rf&»4 5 jul ZtuZtco £ ^^^l/fc^-fb^© DMSO 
15 feW> 6 // 1 fcirax^ tf^-f 73 > h o — ;i/(PC)i: UTcD^Ji^fciii. DMSO 6 

# 1 fcflnx&o &£>f >5^7--t?}g$ (30pmol) 9ul*iUZ, &<m-£Vtco 

Y D-;V(NC) £ LT©>>Ji;HC(± s (£&/&: 20mMMOPS 

(pH7.2), 400mM potassium glutamate, ImM EDTA, 0.1% NP-40, 20% glycerol, 
ImM DTT, 4M urea) 9 JJ. 1 ^AlLtfeo 
20 #71/- Y £ 30 °CT: lBSF^ >*^/<- £*&®£jtt. 'J>|;W7 

r-T?2 li^ Lfeo &£:r;i/£>; 7*7 7r*-%*|iiaL£in;^=f*^^ > 

^iti*: (tS>y Fab 77^^ > b : ^->J >#-&§£) £ 100 ^ lJn;U 30 *C 
•C 1 1$^ 0.05 % Tween20£^tr>J >|rty7 r— T 2 Hk y> 

25 77- (MfiK : lOmM ^7-hD7i-JHl!X7i-h (Vector Laboratories # 
M), 5mM MgCL, lOOmM NaCl, lOOmM Tris-&&(pH 9.5)) £ 150 u liflxt 
30 *CT- 2^P^^$-&, 1 NNaOH f&$i 50 A 1 &iD;LK{&£ Jt&fc&, 
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)\<(»mft.& (OD405nm) £$U£U WTOH-^fc^M^S^tofco 
ffiM ( % ) = 100fl-{(C abs.- NC abs.) / (PC abs.- NC abs.)}] 

C abs. ; fti^fe© ^ x;i/©l»^6@f 

NC abs. : NC ©(R^g 

PC abs. : PC©©^ 

&tcic so ny^ ±la©ffiS*$:fflv^TttT©t^@ai•r•*»e,i^^o tfrt>*>m 

50 %£tt£tt 2^©^i^^Ci^^^-C> x ng/ml©ii£?T-B§M X%, yjig/ml 
©*tg-£fflM Y%£-£ft^*l^-f 1$, IC 60 ((ig/ml) = x-{(X-50)(x-y)/(X-Y)} i; 

ffllf 5 0%tiat5Mfig (IC 60 ) ^TCgltit. 3t«p 



<D{t&® No.tt±fBS!if 


i#)©-fb£-' 


to No.£?n"f o 








■fb-^tjN o . 


I C $ o 


(// g/m 1 ) 


1-3 




0.40 


1-11 




0.42 


1-12 




0.43 


1-16 




0.53 


1-17 




1.6 


1-19 




0.63 


1-20 




0.32 


1-21 




0.54 


1-22 




0.59 


1-25 




0.48 


1-29 




1.0 


1-46 




0.44 


1-47 




0.35 


1-50 




0.40 


1-51 




0.48 



xmm&mmz n z Vitus h u <w;i/*r£MS© hiv-i n hiv-2, 

SIVmac.£J;lF SIVagm ©-f >t^7— fe'C^tlillffffl^filTt^tTyt 

( 1 ) Molt-43BIIi& (2xl0'aiJ|&) tC, HIV-1 (NL432S:ET4xl0'cpiB/ial) % HIV-2 
(R0D£fc:RT 8x 10' cpm/ml) N SlVmac (MAC239^:BT8xlO'cpm/ml) N SIVagm (SA212 
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fc^RTSxlO'cpm/ml) £ ^tl^tim^^, %t%i'&, MT? 1 ftHW >*i-<- h 

U iz o 

©HIY-l^W^^IISia : SW480SHUS * 25cm 2 77^3 T- 1 0 %^3&j/EMiS;&B 
5 DMEM^ttlT-^#-r-So HIV-l{ggH4^ D->Tfc-5. pNL432 (40/zg)£ U >^#71/ 
i">A&t?i®fl§£ h7>*7x^>3>U 2-3B&0*g#±?f (2ml) M8166 

«Bsa(ixio , ^iiia)K:a^$-&-5o ^mmm^njkmmm rpmi i640JgjfeK -e 

lOmlCbT. C0 2 -f >*o.^-*-T?37"<CT:igS-r3o EMUlSi^ ja^LT^l 
]&£I&£U -£<Z)±?i£££>i^ 0.45^m7-f 71/*-T?;5>;©l/7c i &©£HIV-l"W 

®Rn-2V-( fr*mm.& : HIV-2 ROD&, M8166^|Jig(lXlO , afiS)K:^^$-e-So ig 
S^(10%^B&ilifil^^*n RPMI 1640*gi&K T-lOmlfcbT^ C0 2 4 > * - 

-e37-C-?ig§|-f <5o g«HBffi£%^ L X SBBS* fife* U ^©±}S£££>C % 
0.45/im7^;V^-T-5®Lfcfe©*HIV-2i>^;i/Xh-rSo RTS44£ii^U & 
15 fl^l-e, 'bftttLs -80°CT*##-T^o 

©SIVmac© £ 71/XiSSffi : SW480«£25cm 2 77^ 3 TrlOS^fl&JEM^inDMEM 
Sffl!T*^S-r^o SIVmac^^i4^o->T'fe?». pHA239 (40// g) 4 >J > H # 71/ i/ 
l )Aaf||)!Sl:h7>^7x^i'3>l M 2-3B&<Z>*g3t±?S (2ml) CEMX174 

iffliBS(ixio i )t^^$-&^o ^mmnox^mmsssimmM rpmi i64oig«&). T*iomi 

20 CUT, CO,-f >dr^.^-^-T!37 0 C-e^#t-^o SlBMSim, MtoLXmM* 
Bfe^ts -?-<Z>±?i&& £ fc\ 0.45//m7 ^ 71/^ — L7c ©£SIVmac«> 71/X 

©SlVagm© t> 4 ;i/XHM& : SW4803afl&£ 25cm 2 77^n"5 1 B&iEMSs ill DMBM 
Stt^StS, SIVagm{g&&^ D->tfe5, pSA212 (40//g)£ 'J >^7b7l/i/ 
25 b&&T:M&fch : 7>X7 *#i/3>L, 2-3B&©ig^±*t (2 ml) M8166 
SfflJ^lxlO'ifffijlS )«&£•£.&„ mmWLim^^MM^Ml RPMI 1640Jgftlk t- 
10ml£bT. C0 2 ^ >*^^-^-T*37«CT-Jg«-r^o 2B££ Cji'h UTilllS t 
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(3) 5 B&(Dlgm±m£®mL, 0 4 frZa.&Vt7vk4~emfet&o 

10 50mM Tris-HCl, pH 8.3,150mM KCKlOmM MgCl„0.1% Nonidet P-40,10mM 

DTT(dithiothreitolK5/zg/ml poly(rA), 5/zg/ml (dT)12-18, l/zCi[3H] dTTP x h 
1 0 ul 1 fD it > 7" ;v T* tf-1 0 0 ju 1 JC f £ . 

1 . 96<?:n;i/ microplates 3'}x-)V\zl0vl®y->7')\'%ft&-t 5o OJt^JJg) 

15 2. 4°C(c:tfr-$>i,fe±ia©SJS;$9 O/zlfcin;^ <fc<iHft, 37°c-e, mfflfc 

3 . f <♦ £7k±-f}£-£U S&^&^WN-^^-TDEAE-filtermat 

C©^^, 4.5 % Na 2 HP0 4 T?20#hH 2 0-ei0«>^#-r^o 
4. 95^T-i&15#. ^M^-fr-So 
20 5. — ^— 10ml %XtlX. i^~JVt^> 0 

6 . LKB Beta Plate scintillation spectroscopy (LKB$t)*£ ffl%Li~ ; ho 
7. 3>>x;i/CDffi^¥*9 100<gbfcfil£ cpm/ml 1 3 0 

#**Mb^»©4n>-r;i/ -s 50%t>w;i/ miasms (EC S .) £tmu • 

25 ^2£^L£:o 
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*B£&£ EC J0 M ng/ml 





HIV-1 NL432 


HIV-2 ROD 


SlVmac 


SIVagm 


1-16 


57 


35 


57 


44 




0.5L 


0.28 


0.35 


0.36 




6.1 


4.1 


3.4 


4.5 


7 § 


8.4 


22 


9.1 


22 



S2CStJ;?C, -fb-£-tH-16, b*7^>, 7 $ 7^>lt HIV-1 

li#!)T*fc<s HIV-2, ££>CSIVmac, SIVagmC * mm^Otn^-i )\>Xl&&?km1r 

m&t>iy>z>o $t-ox, s ( i ) T-^ft^ft^s^-rs^sgia©^!, h d ^ 

HIV-l©^ft &1\ HIV-2. SIV©^^#©^^^i: bT*. 

(1) 24^a:;i/ri^-Hc5«SB#RUfe#*|ftflS^»&»ia^-S 0 MYA-1M 
(*^mm&) (4xlO s ®IJ}g ) fc % FIV (TM-2j*:3000 cpm/well) ^^iPb. J£# 
^(10%^flg^lfilrf^i0 RPMI 1640fgfl&, ZugMl polybrene, 100 unit/ml t ML-2, 
50/£M2-mercaptoethanol)"e 1.5mlCL"?\ C0 2 -f > =¥■ j. ^— £ — t?37°C-eJg3lt" 

G>FIVTM-2*-f : FIV TM-2»W fr* £MYA-18BI&(1 x 10')l:if^t5 „ 

^*#t(10%^fl&M?t^An RPMI 1640JgJt!k 2#g/ml polybrene. 100 unit/ml t 
ML-2. 50//H2-mercaptoethanol), "?? 10ml t bt> C0 2 -f >3ra.^— # — l^^C 

■cearr*. 2-3B:&££^frLT8ej§£:ig#&c#tf\ aisgt&irfcfcigjfeiomi 

ig#£^i*£o EJRLfc^H^tt. RTr£44£$J£U r£tt©m^©£ 
o^T, 0.45Aim7 w ;i/^--r-5® Lfcfc©£FIV'>W;i'* £-f£o $ffiBS£-^ 
<h#ttU -80°C-e«#1"^ o 

(2) 2-3Brh{C^«±^S1t>r'; >^UT, ±m + ©«>-f /l^MSRTTy-fe- 
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(3) 10B&©RT*§||lfr£, &&<fb-&f3#AoT^&^'>:n^£l003!i: Lt, =& 

^i^o^^-^^fi^e,, ^ananDsox** »xmmm& (ec so ) £h-iiu ^ 

3 K 7F b fco 

5 M%.&%: EC S0 ng/ml 



1 BC«, 


1-16 


300 
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^> o 

10 

£ J51T £ ^ -f MTT 7 y -b -f S 7? b o 

(1) HIV(HTLV-IIIB$0&«git h T«*Molt-4clone8S. lOM&JSJfiliii 
15 mAnBPMI-1640igii!i7rig«U ±»&»$I bT £ 4 ;i/7 (DjjffiZMfe U -80°CT' 

iggcft-Sckdc^fiu 96 ^^jwj ? nyu-htz 50/zi-ro^atfep o 

I^T?n MT-4i8lflS??iS^* 100/zl (3.5xl0 4 SBlia) fo^^ftU MC±IBHIV^ 
*±?i£±a30JgiiJgJ&7:*#$?bfcfc0£ 50//l(60pfu(plaque forming unit)) 
20 T-otiaZtco 

(2) |5t$#7Jg§ii§l*l7: 37°C7; 5 BF^ig^bfc^ t^t© 3-(4,5- 
* ;i/ 7* S J — ;i/ -2--f ;i/ )-2,5- 7 ^ = ;i/ b 5 U tf A 7 n v 4" p 

(KTT)5mg/ial),PBS ?fe 30^1 Toin^. SC 1 MJg^ Ltz 0 ZCDtZ, 
fflfett MTT £il?6 b 1 7 * ;i/ v If > £#f ffl f 3 © 7? x +«X O t> x-frft £> MM±m 
25 * 150^/1 1* olfcDI&^ftfc*) £ 150// 1 «D*Sfl??g(10U n> X-100 £,fctf 
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0.4X(v/v)HCl **W V7D;V-;i/)^inx,7l/- h K*V-T:mto UT7* 
;i/x"lf>&@fflLfco7*;i/V-tf>§x'-f^D';-^-Sffi^T0D 560nm t 

50%#ifSg-r3-fbili-MS£ BC so d: bfco 4 K^Lfco 

5 ^4 





EC50 (ng/ml) 




1.8 




640 




17 




38 




50 


Trtfi'V ■< y 


630 




1.4 




20 


D hf5-f K 


11 


^ 5 »? x ;i/ V > 


12 


3i § t y > 


4.5 




0.58 


■y- * >f :f- ? -r ;u 


3.7 




14 


y h ± <? -f ;i/ 


26 




10 



Mas- {-mm man 2) *i%m®. (io% fcsm rpmii64o^%) 

LfeMft 1 £ 50 (d#&Lfco *t#^bfe^S9 2^ 50 SSS 100 jil 

tbfco «BUS3>hD-;i/ (CC) ©">^;Hi, ^#Mi00nl, 

— * (vc) ©*xjni N 50 ni^-aufco mmmmoMfecD&izmbmtii 
15 M.T-4MM*±m(Dts^m-zmg.t£mm (4 x io s /mi) £#s?u ± 

&<D&$fcUU1fiX^>tc 96 <? :c ;i/ :/ 1/ — h- £ N 50 U 
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-tI«U C0 2 ^ y^fi^-f i^P^Sf5$*fc„ 
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